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Hfc3 7] 




[0 0 5 5] 

BP*>> 5£ (3' ) "C^**L&*^>BliNM*:«r, Mt?-*-^, ESMtV > 
. ya^y^n'J K^nyyftitfflv>T, n 'J K (4) *mz<D% 
. nbtitzMPW KSr^«tt**»flt»t>, i£*#£TK N ^ (2) "C^StL* 

[0 0 5 6] 

„ thf, -l , 4 -i/***y>m<ox--7-)\'m. ^o^y, 

, 2 -v^nnoL^>^o/Nn^Wb^7K^> r-bf-h'J^, DMF, D 
MSO, \£i)¥>&*m^&Z£iF?£&o 
[0 0 5 7] 

[5. 4. 0] * V-f-fe- 7 -■XV (JslTD BUt Bg-fS"t" & 

ejc&»±. - 1 5 xz~~mm<oto&n&> &* t < « o - 8 o r-eff *>^& c 

[0 0 5 8] 
[0 0 5 9] 
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Mb 3 8] 

Me 

CK> NH > + 0 V^ Ue — . O-O-S 

Me >Y^o COOH 
Me 

[0 0 6 0] 

(5£*K A, B, Rl, Z &tfZ'l±, Hlffatl^D^im^^i-o )■ 

fiP*>, (l* ) ^^tLS-hn^^^tt^^JS^r^^ini^difc 

[0 0 6 1] 

t-)V, thf, l. 4 --Jt^y^(D^-7-^m^ ^>-tr>, Mwo, 3r~> 

[0 0 6 2] 
[0 0 6 3] 

#§&wft^o#jg{±> ir, NMRS.rms^p>^t7to 

*S&9Hfc#*& (1) StfJK^Mb^ (3) *5J:tf (4) KHU v>< 
[0 0 6 4] 

, mm, mms<z>&vm<oi&*, mm, ?v\**vm, %m, *»*wt, m^m 
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v I 23/ 



[0 0 6 5] 

mmm) 

ensity lipoprotei n^TLDLtB&ffitS) OSKfcWggtefc 

«u 'L«^> us. fg&?& mitsmMk* mm. mmm, wmBMommmttx 

[0 0 6 6] 

wm, mm, mmm, xry^jftit, Haas-^**^-?^ ^o, 

[0 0 6 7] 
[0 0 6 8] 
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^-v* : 24/ 



$n*Jt<&iaSfcl±2«J2U:«:. 1-9 911%, &C^IS^ISXMi^3M9 

9-iti%^ mia^tL^^-^^iscT^i^-r^o &j&ftti &t 

L<il 5$ (1) L< li-e<0if Wmt^^SO ll^fcli2l 

[0 0 6 9] 

1 a&#*gm7& ? ffl^<bfr<i>o CL<a,fc?fcMn&^BO&j£^il 5£ (1) 

a#fflv»c,tL*jw^*i. win mmmw-y-fr, %m, r>~?>, 

[0 0 7 0] 

coi^ftauaswtt, »j, mm, %m, *-?*:)vm, urn. nmm. 

[0 0 7 1] 

v^A^<D«$ik Wx.il ^n^*;^n-xt b V ^Aj^tt-ewifff 
[0 0 7 2] 

ya-^iWJifk^^Ja-A' (mTPEGtB&IBf &) > Wx.il P 
EG1000 (96%) &L<iiPEG4000 (4%) ^ (l) (Oik&fo 

[0 0 7 3] 

LT^-ei^^a^n (1) ^b^<>L<tt-€-o^w»c 

fcbSE# 2004-3042087 



#M 2003-109667 



25/ 



w&2tiz>&<Dimztzi±2m&±zo. 5-5011%, smoiiry 

[0 0 7 4] 
[0 0 7 5] 

•t'fx^^ (Remington' s Pharmaceutical Sc 
iences) , tl 8K, y ? • /^i; • # wn'^-^ ^f-X > >\ 

^>v;W^T (Mack Publishing Company, East 
on, Pennsylvania), 199 O^FPJ^ifc^cS tt^fS^tC^oT 

[0 0 7 6] 

•K 5S; (1) Ott&mmo. Hmg^H. 3mg/Bt^i), $f2 L< \t 
> #£l k g*fc$i&0. 7mg^l Omg/B, J: L< 14, #llk 

g&£!?ttl. 4mg-|)7. 2mg/Bt^ 0 
[0 0 7 7] 

Wx.it, #«7 0kgOth»:S4t«#^ ^ (1) ^fc^-to 
^^^$tL^,mofflfil6ffl(4, 1 B^Jl Omg-^l. Og, 
1 B&5 0mg~&77 0 Omg, J: «3 $f £ L < fi, 1 B& 1 0 0 m g ~& 5 0 0 
m gtrab^o 

[0 0 7 8] 
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mmm] 

ISl : (±) - (5--fn-2, 4, 6. 7-f h?>WliKn^>V 
79>-2-'f*) -N-[4 - (>f 5 1 7 jl — >U] # 

[0 0 7 9] 
Hfc3 9] 




[0 0 8 0] 

1*12: (±) - (5-T5/-2> 4, 6> 7-x f **f-*/¥\i Kn^>V 
7 7>-2-^;i/) -N-[4- (^?r/-;v-i-^;v) 7:c=./i>]*/M?*. 

Mb 4 0] 




[0 0 8 1] 

Jr-y? V-f\z (±) - (5--hn-2, 4. 6, 7-f >7^Wt 
Kn^>v'7^>-2 -^T;v) -N-[4 - (-T 5 l ->f ;v) 7^- 

oig, 1 o%^n°^v-7A^.o. 5 g. **y-/n 

5ml SriDx., 7K*JE5 k g/ c m2-?— Sfe&^Lfco 9 >f h^iit 

A : j**y-;v=l 0 0 13) -CflNRU g»«lS:0. 3 3 g#fc 0 »&1 6 0 
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^-vl 27/ 



-1 63t) 

[0 0 8 2] 
1 

[0 0 8 3] 
Mb 4 1] 



[0 0 8 4] 

2 N 3, 5 - h 'J -;V9 1 . lg, 3-^on-2-^^n 

^>6 5. 3g, »'J-)A9 9gl:DMF7 0 0mn:J|lx., 8 0 "C"C 3 B# 

I?:y , J*y;H7A^nYf^77'f- ('O-tr > : ^3r-9- l : l) trffi 
»U 1 0 2 g#fco 

[0 0 8 5] 

2-T'j;v-3, 5, 6 - b y ^f-;u7^y-;K7)M3t 
[0 0 8 6] 
Mt4 2] 



[0 0 8 6] 

2. 3, 5-h , J^f^7x^ 2 -pt^;i/-/n^— 26. 6 
g%Vj^f-)VT-V ^ 1 3 1ml &C?§J§?U T;i/rr>#H^T2 0 CCT^RSfW 




Me 




Me 
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^—5>: 28/ 



i/VjJYfrjJvApw^Ytr^yj- y ; ^^r-if l ; i) trffi^t 

> Sl$^£2 1. 4 g?#7c 0 

[0 0 8 7] 
##003 

[0 0 8 8] 
[ft4 3] 



[0 0 8 9] 

2-TV;v-3, 5, 6- h';^f;V7x/-;V3 1. 8 6g*»fl/> 
6 0 0mlK»»U 0"C*«l#t^^«b^^^ ^^nni$ffi4 7. 5 
g£&AL£ 0 0'Ct?2B#K^L^m, ^MtK*^ M; *A 

m*ffim-?r* ~> 7A«, u mm* y'j*m7A^D 

[0 0 9 0] 



2-bKn^y>fjv-2, 4. 6, 7-f h7^f;V-5-->ny^ kd 
[0 0 9 1] 
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29/ 



[ft 4 4] 



Me 





[0 0 9 2] 

2-bKn^rv^f;K2, 4> 6, 7-f h7^f ^yk Kn^>^/7 7> 
2. 3g^7K^H3 0mn:^U OlC«r«ISFL***<bW»l. 9ml£?i§ 

) TtfllSU Bttftil. 3 4 g#7c 0 
[0 0 9 3] 

2, 4. 6^ 7-f f 7 ^ f ;v-5- - h n y t Kn^> 77 7 > -2- 7;Vf H 

[0 0 9 4] 
[it 4 5] 



[0 0 9 5] 

7;Vn*>#ffl^;T\ ya^^n'J K0. 5 7m 1 1 2m 1 

U -7 8Vt tfco CI O^SK* KM.it* fW/2ml L£ 

DMSO 1. lmU-6 5OTtiTt^ fOf 4 1 0t3*£Ltc o $ £ 
. »fl^>4m UC#*bfc2-li Kn^rV^f-;V-2, 4. 6, 7-f b 
5 ^ f 5 - - > n Vi: Kn^ > v*7 9 1 . 3 4g*iTU -7 8X:t?3 




miE# 2004-3042087 
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^-v*: 30/ 



A^Dvb^?^- (?nn*;i/A) T'fflSl, gffJ%£0. 8 6 gWtzo 

[0 0 9 6] 
#%$I6 

2. 4> 6> 7 - f > 7^ f ;V- 5 - - h ny t Kn^>'/7 7 > - 2 - 

[0 0 9 7] 
Ut4 6] 




[0 0 9 8] 

2, 4> 6> 7-x f7>f;V-5-^ bnyt Kn^>V7 7> - 2— T;V 
ftK2. 39g> 2-^f^-2-7*f>31g«:t-7 , ^y-;H90ml 

u 7jc*£TT% mm.mmi- m; a 7 . 7 7 g , ymrnm-r y v * a 

~tM» 10. 1 g LfcTfc 78ml ZMT L„ 2 B#P B ljf # L£ 0 2 

1.2 0 gmzo 
[0 0 9 9] 
7 

6--fn-2-^ h*v*^;V-2, 5, 7, 8-fb7^f ;^D7>- 
[0 10 0] 



2004-3042087 
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v : 31/ 



Mt 4 7] 




[0 10 1] 

5 _- y U -2-K Kn + y-3, 4, 6 - h 'J ^ f-;i/7-t > 7 jl y > 6 6 
. 5 gty h^rvT-bh>7 8. 8 g Z h 5 0 0 m I KmmLfzKfcftiK 

(^•9-> : 7 -: 1— 3:1) fc#U 2gW; 0 

[0 10 2] 

6--bn-4-tKn^y-2-^h^ry^fJl'-2, 5, 7, 8-Tb7 

[0 10 3] 
Hfc4 8] 



He OH Ue 




[0 10 4] 

6-r.j«n-2-^f+y^f;V-2 ) 5, 7, 8-rf7^f;^n7> 
-4-^-^lOglC. y */-;H 0 0m 1 fcijnx^ 0ttNaBH4 1. 3 

g«flnu ottiHHij$tSe rje&ir**^*^, mn^^mvito 
%i">Azm%m. weemiiu seMfc-a^ 10. um. 

[0 10 5] 

##$19 
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: 32/ 



6--hn-2-^h+y^Jl/-2, 5, 7, 8-fh7^f ^ (2H) 9 

[0 10 6] 
[ft 4 9] 




[0 10 7] 

6--fn-4-liKD^y-2-^f^v^f;V-2, 5, 7, 8 — f- h 9 
^^■;i/^n-7> l 0. 1 gtc^V-fe'^2 0 0ml £2}nx_ % p-f;Vi^^;wt>t 

Sri. ogasjnu r4~>x?-?zm^x2mmm%kmm,zftd 0 susm* 

o 

[0 10 8] 

##M 1 0 

6-^ho-2-^h^y^f;V-2, 5, 7, 8-f l>7^f;^D7>o 
«& 

[0 10 9] 
5 0] 




[0 110] 

6-^fn-2-^f^y^f;v-2, 5, 7, 8-f>7^f;V (2H) * 
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^-v: 33/ 



1. 0 gfcinA, A. U MiaT#ffiT\ 2 4 I^W«jtt7K*#JniSJfe 

9 . 5 g &ft& 0 
[0 111] 

###8 1 1 

6-^fa-2-tKD^y^f^-2, 5, 7, 8-f h7^f JV^n^V 

[0 112] 
[ft5 1] 




[0 113] 

6-.zhD-2-^ f^y^f;i/-2, 5, 7, 8-f f7^f;^U7>9 

»fV>il3 1. 4ml^iDx., Or^3 8#lffl«i#Lfco W&WTtit* 
RfoWLZm^M. *nn*;vAT?}affiLfco 

: 1) fctfU l»» 4.5g£#£ 0 
[0 114] 
1 2 

6-~ bn-2-*;^;V-2, 5, 7, 8 —f h 7 * <f-fr* nwolBI 
[0 115] 



ffifiE# 2004-3042087 



mm 2 0 0 3- 1 0 9 6 6 7 ^- v : 34/ 

Mt5 2] 




[0 116] 

-6 0lC-Clt^S^ t^t'JA'^n'JKl. 6mlt»fl/>'4 0m 
U:itU -6 0t)T-y^f;^^^yK3. lml^iTUt, 5^ 
ffiftLtZo ^t:6-->n-2-e KD>y^f^-2, 5, 7, 8-fb7^ 
^-;u^n-7>3. 9gWfV>10mll:iiU:It -6 0iceii 
^CsET^T Lfclk - 6 0 r-e 3 0 t/c 0 *K b'jiW^nm 

i £-6 orr^int^ K^&Kj^f N KfozmTZ*t& 0 Bafo&TflL 

1) fcffrU S» 3. 4g«^ 0 
[0 117] 
1 3 

6 h n- 2 , 5, 7, 8-t- Y ? u~?y - 2 -ij frtfyWi^m. 

[0 118] 
Mb 5 3] 




[0 119] 

6--bn-2-*;V5;i/-2, 5, 7, 8-rh7>Wn7>2. 3g 
^t-^;-JH5 0mli:illU 2-^^;l/-2-^>- 2 3g£^iS-C 

ffi|E# 2004-3042087 
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^-v: 35/ 



® 7. 6g£7k60mi ^mmLtzyKm^muxmTL, m%L-?2f%mmw 

Ami- h V ^A7K^-e^L> ^--T-^Sti^L/io *Jlf±^ 1 o%m^-e 
P H4hU i|xf;n?fl|{15Lf;o ^W^^fO^iaTtcT'^L^, IStMsS 

[0 12 0] 

Me : e t : > Bu: 7*^;k p h : 7x-;v 

a i : i -'f ^ ^vfu/K 

a 2 : l H-fc?9 ;k 

a 3 : 1 H-tf7V-;i/-4--f ;w 

a 4 : l -j*f-;vfcf7V*-;v-5-'f ;w 

a 5 : l -^f;nf5V-^-3-'f ;k 

a 6 : l-^>y>k'7 , /-;i'-4-^^ 
[0 12 1] 
Kfc5 4] 




[0 12 2] 
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CO-B-Z 



/I « «ff tt? 1 — » 


k* 


B 


Z 


[ ] SA&V. 


1 


4-al 




hi 


[160-163] 


2 


4-al 




h2 


[154- 156] 


3 


4-al 




h3 




4 


4-al 


CELi 


hi 




5 


4-al 


CH* 


h2 




6 


4-al 


CHa 


h3 




7 


4-al 


CIL2CEL2 


hi 


viscous oil & NMR 


1 * 


4-al 


CHasGHs 


h2 




9 


4-al 




h3 




10 


4-al 


CH(Me)CH* 


hi 




11 


4-al 


CH(Me)CH« 


h2 




12 


4-al 


CHCMe)CH* 


h3 




13 


3-al 




hi 


LiOl -LOU J 


14 


3-al 




h2 


[73-75] 


15 


3-al 




h3 




16 


3-al 


CH a 


hi 




17 


3-al 


CHa 


h2 




18 


3-al 


CH« 


h3 




19 


3-al 


CILiCHis 


hi 




20 


3-al 




h2 




21 


3-al 




h3 




22 


3-al 


CH(Me)CH* 


hi 




23 


3-al 


CH(Me)CH* 


h2 
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1*1-2] 



^^-N-CO-B-Z 





k* 


B 


Z 


mmmm. 

C ] M£X 


25 


2-al 


— 


hi 


[162-163] 


26 


2-al 


— 


h2 




27 


2-al 


— 


h3 




28 


2-al 


CHa 


hi 




29 


2al 


CHa 


h2 




30 


2-al 


CHa | 


h3 




31 


2-al 


CHaCHa 


hi 




32 


2-al 


CHaCHa 


h2 




33 


2al 


CHaCHa 


h3 




34 


2-al 


CH(Me)CHa 


hi 




35 


2-al 


CH(Me)CHa 


h2 




36 


2-al 


CH(Me)CHa 


h3 




37 


4-a2 


— 


hi 


[162-164] 


38 


4-a2 


— 


h2 


[102-104] 


39 


4-a2 




h3 




40 


4-a2 


CHa 


hi 




41 


4;a2 


CHa 


h2 




42 


4-a2 


CHa 


h3 




43 


4-a2 




hi 




44 


4-a2 




h2 




45 


4-a2 


CHaCHa 


h3 




46 


4-a2 


CH(Me)CHa 


hi 




47 


4-a2 


CH(Me)CHa 


h2 




48 


4-a2 


CH(Me)CHa 


h3 





[0 12 4] 
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^-v I 38/ 



[*l-3] 





A* 


B 


Z 


mm* 

[ ] M£X 


49 


3-a2 


— 


hi 


[161-164] 


50 


3-a2 


— 


h2 




51 


3-a2 


— 


h3 




52 


3-a2 


ch* 


hi 




53 


3-a2 




h2 




54 


3-a2 


CH* 


h3 




55 


3-a2 




hi 




56 


3-a2 




h2 




57 


3-a2 


CEL&CJTy. 


h3 




58 


3-a2 


CH(Me)CHa 


hi 




59 


3-a2 


CH(Me)CH* 


h2 




60 


3-a2 


CH(Me)CH* 


h3 




61 


2-a2 


— 


hi 




62 


2-a2 




h2 




63 


2-a2 




h3 




64 


2-a2 


OIL* 


hi 




65 


2-a2 




h2 




66 


2-a2 


CHa 


h3 




67 


2-a2 


CHaCHss 


hi 




68 


2-a2 


CHaCHs; 


h2 




69 


2-a2 


CHaCHa 


h3 




70 


2-a2 


CH(Me)CH* 


hi 




71 


2-a2 


CH(Me)CH* 


h2 




72 


2-a2 


CH(Me)CH* 


h3 





[0 12 5] 

lH-NMRf-^ (i^DQil, raiiTMS) 

: ?~rvv k t : bvyv-n, q : *;vfy k m : br 

: -/ n _ K> brs :yn-Fyv^l/^^to 
[0 12 6] 
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1 . 5 (s, 3H) , 2. 02 (s, 3H) , 2. 07 (s, 6H) , 2. 1-2. 3 (m, 2H) , 2. 5 (t , 2H) , 3. 0 (dd, 2H) , 
7. 2(s, 1H) , 7. 25 (s, 1H) , 7. 27 (s, 1H) , 7. 3 (d, 2H) , 7. 6(m, 3H) , 7. 8(s, 1H) 
[0 12 7] 

mmmm 1 mum mmmfr iom g i) 

[0 12 8] 

X&BMt&IS 1 0 m g 

%m 8 1 . 4 m g 

ay*?-?- 20mg 

\l Kn^y^n tf;v-b;un — x 4mg 

*;v^^^f;Hr;vn- T^ij^-y^u 4mg 

Xf7'J^v^->-)A 0. 6mg 



ft 1 2 0 m g 



[0 12 9] 

±U<0£7%m.J&£%Z>£7K, ft-frW-f- 1 - 1 (f&lic) Oft^»O5 0 
g, ILH4 0 7 g^n^^-f 1 0 0 g£> Sft»ii*fc3-'r4 (± 

•/oif;v-fe;i/n-^7K^2 0 0 g *0toLT36lfcL;fco fSJft^ 2 0^r>a 

V«t^*->*A3 gfcjbPx.. u-?V-ttmm (iftIM Oft) ft) -0 7 mm 
X8. 4ROBttMLt, -ii/;H2 0mg«JW;o 

o 

mmm,mmi in vitr ot/ut^biBR^ 

M a 1 v y h <D?j& (Malvy, c. , e t al. , * tr ^ fs )l> 
• T> V • $"7 4 • f- • 3 5a^-ya>X (Bioche 

mical and Biophysical Research Co mm u 
unications.)> 1 9 8 0^ 19 5^ P. 7 3 4-7 3 7}:$!: 
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pH7. 4) SriPx.. f7n> (R) *t v^-f -»F--C#*y-*- X U 1 
0, 0 0 0 gf2 O^it'L^^IL, ±*t<£>Jl*^>^- h^p^L/io ill 
T^^v^-HcS 0 0 uMvXf'fWS uMifi- iUWl 0 0 mM 

%B&#ztJg (J2JITI C5ofcnfrtBi-*) Zl&tbtio »**i*2^i- 0 
[0 13 0] 

K2] 





In vitro tf*»fcl&Hf1UH 




5 0%|$1S (I C 50 (iM) 


1 


3.3 


2 


2.9 


1 4 


2.5 


3 7 


0.80 


4 9 


1.0 


2*88-1 


0.23 


2 


0.23 



[0 13 1] 

mm&Mkm 2 e x vivo m&mtmmftm 
*§&wft&w<7>®$mftm&, ex v i v ojaaaMbi»«f^ffl*iii36i-*i 
t k x *) mm t fc 0 ^a&fi7K»ift^v> »± 1 % # v ^ v >mt ( a ft 

*-S#/l/Xtt« NIKKOL HCO-6 0) M<C«fcdc»«Lfc:»»^ttjR 
SLMj^tf^ -f 3EOSD^Itt77> (6 3i«ft) (HjfcSLC^ 
£?*± <fc 19 A¥) i:i00mg/kg ^tW^JBUffirtS^- L fc 0 0 ^HSC 
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[0 13 2] 

[^3] 





Ex vivo tKmmitmmftm 
mm& (%) 


es 


&R 


&m 


1 


83 


80 


87 


2 


97 


69 


81 


1 4 


84 


84 


91 


3 7 


95 


87 


89 


4 9 


98 


87 


90 




68 


59 


75 


#BB-2 


46 


57 


84 



[0 13 3] 

mm&wm3 in v i v omwmm 

y>-t;V't7^fr>t^")-5X'J- (J. Med. Chme. ) , 
1 9 9 7^ %4 0m, P. 5 5 9- 5 7 3 ffi*tO:£j£K?£ CT. in v i t 

t$^I»f>eiiL^o Sic! ICR^itt^-?^ (5ii) (SftSL 
C*^ttJ:^A^) ^ -ig£3-~7E£fflv\ 5 0 mM^b^-^O^S^Tfc 
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